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I. Call to Order and Opening RemarkslMickelson ••..•••••.•••••..••••.•••••.••••••• 9:00 a.m. 

II. 

Tab 2118 

Tab 2133F 

For Your Information 
--Notice of Meeting and Notice 
--Conflict of Interest Statement 
For Your Information 
-HHS Press Release, New Initiatives to Protect Participants in 

(Page 1624) 
(Page 1625) 

Gene Therapy Trials, 317/00 (Page 2200) 
-FDA Letter to Sponsors/Gene Therapy, 3/6/00 (Page 2203) 
-New Articles (Page 2206) 

Recent Events and Issues in Gene Transfer 9:15 a.m. 

Discussion ................. It ,. ........ ,. .... ,.. tI tI tI .................. I -II -II ................... -II -II It .......... II .. .. .. .. .. .. .. .. .... 9:30 a.m. 

Tab 2114 Report on Senator Frist's Hearing (Page 1482 ) 

III. Gene Therapy Safety Symposium: Internally Deleted, Helper-Dependent AdenovIral 
Vectors ...... , ........ , .................... ,.. ................................................................... it .. .. .. .. .. .. • .... 10:00 a.m. 
Co-Chairs: Ando, Aguilar-Cordova 
Sample Protocol: A Phase #, Single-Dose, Dose-Escalation Study of MiniADFVIII Vector 

in Patients with Severe Hemophilia A, #0001-372 
Ad Hoes: Frank Graham, Ph.D., McMaster University. Canada (written review) 

Jeffrey Chamberlain, Ph.D., University of Michigan 

Tab 2115 

Tab 2129 
Tab 21330 

OBA Letter to Reviewers 
Reviewers of Protocol 
Letter from FDAlNoguchi, 2/3/2000 
FDA Specific Issues 
Internally Deleted Adenoviral Protocol 
Selected References 
Comments from Graham, FDA (Pilaro. Kaiser, Kannan) 
Safety Questions 

(Page 1488) 
(Page 1489) 
(Page 1490) 
(Page 1491) 
(Page 1493) 
(Page 1579) 
(Page 2017) 
(Page 2197) 

I All times on this agenda are estimates. The actual time for consideration of an item may be earlier or later than 
indicated. 
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IV. 

Tab 2133G Chamberlain Comments 
Zhang's Overheads 
Aguilar-Cordova's Overheads 
Pilaro's Overhead 

(Page 2223) 
(Page 2225) 
(Page 2234) 
(Page 2242) 

Presentation on Internally Deleted, Helper-Dependent Adenoviral Vectors ..•.•............ 10:00 a.m. 
Presenter: Wei-Wei Zhang, M.D., Ph.D., GenStar Therapeutics Corporation 

Ad Hoc Reviewer Presentation ................................................... 10: 15 a.m. 
Presenter: Jeffrey Chamberlain 
Co-Chairs Present Overview and Questions to the Committee ........................... 10:25 a.m. 

Investigator Responds to Comments ............................................... 10:35 a.m. 

Committee Answers Questions with Consensus Answers .............................. ' 10:45 a.m. 

Chair/Concluding Remarks ..................................................... , 11:55 a.m. 

Lunch ............................. it it •• , ................................................. II II ... ,. ................... 12:00 noon 

Discussion on Human Gene Transfer Protocols #9911-358 and 9911-359 entitled: 
Phase I Trial of Adenoviral Vector Delivery of the Humanlnter/eukin~J 2 eDNA by 
Intratumorallnjection in Patients with Metastatic Breast Cancer to the LiYer and 
Phase I Trial of Adenovirai Vector Delivery of the Human Interleukin-12 eDNA 
by Intratumoral Injection in Patients with Primary or Metastatic Malignant Tumors 
in the Liver • ... ,.. ........................ , .................. " ............ , , , ... II .. • .. .. .. ... • .. .. • ... .. .. .. .. • •• 1 :30 p.m. 
Pis: 

Sponsor: 
Reviewers: 
Ad hoc: 

Tab 2104 

Tab 2122 

Tab 2133L 
Tab 2133S 

Max W. Sung, M.D., Mount Sinai School of Medicine 
Savio L. C. Woo, Ph.D., Mount Sinai School of Medicine 
N/A 
Ando, Chow, Juengst 
Robert Warren, M.D., University of Cali fomi a, San Francisco (written review) 

OSA Summary 
OSA Letter to PIon RAe Public Review 
RAC Members Recommendation 
Protoco1 
Reviews from Ando, Chow, Juengst 
PI's Response 
Revised Informed Consent Document 
Slides Presented at Meeting/Sung & Woo 

(Page 12) 
(Page 16) 
(Page 17) 
(Page 22) 
(Page 1748) 
(Page 1752) 
(Page 2274) 
(Page 2678) 
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V. Discussion on Human Gene Transfer Protocol #9912-366 entitled: A Phase III 
Multi-Center, Open-Label, Randomized Study to Compare the Overall Survival and 
Safety of Hi-Weekly Intratumoral Administration of RPRIINGN 201 Versus Weekly 
Methotrexate in 240 Patients with Refractory Squamous Cell Carcinoma of the Head 
and Neck (SCCHN) .... It •• , .......................................... , ................. , .............. , ..... 2:30 p.m. 

VI. 

VII. 

VIII. 

PI: John T, Hamm, M.O" University of Louisville 
Sponsor: 
Reviewers: 

Angus Grant, Ph,D., Aventis Phannaceuticals " Gencell Division 
Friedmann, Gordon, Levi-Pearl 

Tab 2105 

Tab 2124 

Tab 2133N 

OBA Summary 
OBA Letter to PIon RAC Public Review 
RAC Members Recommendation 
Sponsor's Response to RAC's Recommendation 
Protocol 
Reviews from Friedman, Gordon, Levi-Pearl 
Sponsor's Response 
PI's Overheads 

Minutes of the December 8-10, 1999, Meeting 
Reviewers: Aguilar-Cordova, Levi-Pearl 

Tab 2119 Minutes, December 8-10, 1999 

Data Management/Greenblatt 

Tab 2132 
Tab 2133A 

Tab 2133H 

Other Issues 

Protocol List 
Amendments and Updates 
Protocols Not Requiring Full RAC Review 
U, of Southern Florida/Suspensions 
St. Jude's Voluntary Suspension 

(Page 222) 
(Page 225) 
(Page 226) 
(Page 229) 
(Page 232) 
(Page 1804) 
(Page 1809) 
(Page 2298) 

(Page 1627) 

(Page 2039) 
(Page 2095) 
(Page 2099) 
(Page 2188) 
(Page 2243) 

3:30 p.m. 

3:40 p.m. 

3:50 p.m. 

IX. End of Session .... 01 •• II .. iI .......... it .......... oil " .II ......... -II •• II " " •• it •• " III ..... oil .II ...... oil ....... " 4:00 p .. m. 

March 9, 2000 

X. Opening Remarks/Mickelson ......••..••••.•••...••..••..•...•••....••......•.. 8:00 a.m. 
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XI. Discussion on Human Gene Transfer Protocol #0001-381 entitled: Gene Therapy 

XII. 

of Canavan Disease using AA V for Brain Gene Transfer • •••••••••••••••••••••••••••••• 8!15 a.m. 
PIs: Paola Leone, Ph.D., Thomas Jefferson University 

Frederick A. Simeone, M.O,. Thomas Jefferson University 
Sponsor: NI A 
Reviewers: Friedmann, Aguilar-Cordova, Macklin 
Ad Hoes: Martha C. Bohn, Ph.D., Northwestern University Medical School 

Nicholas Muzyczka, University of Florida 

Tab 2107 

Tab 2128 

Tab 2133P 

OBA Summary 
OBA Letter to PIon RAC Public Review 
RAC Members Recommendation 
Protocol 
Reviews from Friedmann, Aguilar-Cordova, Macklin, 

Bohn, Muzyczka 
PI's Response to Reviewers 
PI's Overheads 

(Page 524) 
(Page 527) 
(Page 528) 
(Page 530) 

(Page 2006) 
(Page 2323) 
(Page 2337) 

Break ............. It .. It .......................................................................................................... 9:15 a.m. 

RAC Working Group on Serious Adverse Events •••••••••••••••.•••••••••••••••••• 9:30 a.m. 
Working Group: Chair: Macklin 

Members: Ando, Mickelson, Levi-Pearl, King, Juengst, Markert, Friedmann 
Ad Hoc: Gary Ellis, OPRR 

Tab 2131 
Tab 2133B 
Tab 21331 

Tab 2133R 

Comments from Macklin, Markert, Patterson 
Draft Working Group Report 
Revised Working Group Report, 3/7/00 
Markert's Comments on WG Report 
Greenblatt's Overheads 
Patterson's Slides 
Background Material 

(Page 2032) 
(Page 2192) 
(Page 2247) 
(Page 2250) 
(Page 2252) 
(Page 2389) 
(Page 2397) 

Adverse Event Reporting: Definitions, Data, and Current Issues .......................... 9:30 a.m. 
Presenter: Patterson 

Adverse Event Reporting: Definitions, Attribution, Grading, and Reporting Requirements ..... 9:40 a.m. 
Presenter: Greenblatt 

Working Group Presentation ...................................................... 9:50 a.m. 
Presentor: Macklin 

Committee Discussion .......................................................... 10:00 a.m. 

Public Comments .............................................................. 10:30 a.m. 

Committee Discussion .......................................................... 11 :30 a.m. 

Lunch ........................ ~ It .............. " • of " .. Ii- ............................ -II ...... ill ill ......................... I • • • .. .... 12:30 p.m. 
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XIII. Discussion on Human Gene Transfer Protocol #0001-371 entitled: A Phase I Safety 
Study in Patients with Severe Hemophilia B (Factor IX Deficiency) Using Adeno-Associated 
Viral Vector to Deliver the Gene for Human Factor IX into the Liver •••••••••••••••••••.• 1:30 p.m. 
PI: Bertil Glader, M.D., Ph.D., Stanford University 
Contact: Mark Kay, M.D., Ph.D., Stanford University 
Sponsor: NfA 
Reviewers: Breakefield, Wolff, Juengst 
Ad Hoc: Mark Kieran, M.D., Ph.D., Harvard Medical School 

Nicholas Muzyczka, University of Florida 

Tab 2108 

Tab 2125 

Tab 2133E 
Tab 2133-0 

OBA Summary 
OBA Letter to PIon RAC Public Review 
RAC Members Recommendation 
Protocol 
Reviews from Breakefield, Juengst, Kieran, Muzyczka 
PI's Response 
Wolff's Review 
PI's Overheads 
Article, Journal of Gene Medicine 

(Page 675) 
(Page 678) 
(Page 679) 
(Page 684) 
(Page 1869) 
(Page 1876) 
(Page 2198) 
(Page 2309) 
(Page 2311) 

XIV. Advisory Committee to the Director, NIH, Working Group on NIH Oversight 
of Clinical Gene Transfer Research •....•••••....•.•••••••••••••.••....•••••...•• 2:30 p.m. 

Tab 2116 Charge of Working Group 
Working Group Roster 

(Page 1606) 
(Page 1607) 

XV. Discussion on Human Gene Transfer Protocol #9912-363 entitled: Phase I Study 
of the Replication-Competent. E1B-Attenuated Adenovinls with a CDIHSV-l TK Fusion 
Gene and the Oral Administration of Valaciclovir in Adults with Penile Cancer. • • • • . • • • • • •• 5:30 p.m. 

XVI. 

PIs: Brian J. Miles, M.D., Baylor College of Medicine 
Gustavo Ayala, M.D., Baylor College of Medicine 
Estuardo Aguilar-Cordova, Ph.D., Baylor College of Medicine 

Sponsor: NI A 
Reviewers: Gordon, Chow, King 
Ad Hoc: Kamel Khalili, Ph.D., Temple University (written review) 

Tab 2110 

Tab 2123 
Tab 2133M 

End of Session 

OBA Summary 
OBA Letter to PIon RAC Public Review 
RAC Members Recommendation 
Protocol 
Reviews from Gordon, Chow, King, Khalili 
PI's Overheads 

(Page 1001) 
(Page 1005) 
(Page 1006) 
(Page 1013) 
(Page 1792) 
(Page 2296) 

6:30 p.m. 
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March lOt 2000 

XVII. Opening Remarks/Mickelson ...........••••••••••••••••.......••.•....••..•.... 8:00 a.m. 

XVIII. RAe Working Group on Adenovirus Safety and Toxicity •......•••••.•••••••....... 8:15 a.m. 
Working Group: Chairs: Mickelson, Verma 
Members: Aguilar-Cordova, Ando, Markert, McIvor, Macklin, Breakfield, 

Friedmann, MuHigan, Horowitz, Gooding, Nemerow, Chabner, Warren 
Beaudet, FDA representative 

Tab 2133J Working Group Report (Page 2267) 

Break .... I ~ '" ......... oil ................ f ............ '" ................... , ........................ 'II ...... , .... t.. .. .. .. .. .. .... 10:15 R.ma 

XIX. Discussion on Human Gene Transfer Protocol #9910-345 entitled: A Phase Illl Dose 
Finding Trial afthe lntravenous Injection ofCalydon CV787, a Prostate-Specific Antigen 
Cytolytic Adenovirus, in Patients with Hormone Refractory Metastatic Prostate Cancer 
PI: George Wilding, M.D., University of Wisconsin 
Sponsor: Kenneth D. Krantz, M.D., Ph.D., Calydon, Inc 
Reviewers: Breakefield, Markert, Levi-Pearl 
Ad Hoc: Kamel Khalili, Ph.D., Temple University (written review) 

Tab 2]09 

Tab 2121 

OBA Summary 
OBA Letter to PIon RAC Public Review 
RAC Members Recommendation 
Protocol 
Reviews from Breakefietd, Markert, Levi-Pearl, Khalili 
Sponsor's Response 
Background Letter from Simons/Johns Hopkins 

(Page 843) 
(Page 847) 
(Page 848) 
(Page 850) 
(Page l708) 
(Page 1718) 
(Page 1745) 

10:30 a.m. 

XX. Discussion on Human Gene Transfer Protocol #9908-337 entitled: Transduction ofCD34+ Cellsfrom 
the Umbilical Cord Blood of Infants or the Bone Marrow afChildren with Adenosine Deaminase (ADA)-
Deficient Severe Combined Immunodeficiency (SC/D) ., ....•.••••..•••••.......•••••. 11:30 a.m. 
PI: Donald B. Kohn. M.D., Childrens Hospital Los Angeles 
Sponsor: N/A 
Reviewers: Markert, McIvor, King 

Tab 2111 

Tab 2120 

Tab 2133K 

OBA Summary 
OBA Letter to PIon RAC Public Review 
RAC Members Recommendation 
Protocol 
Reviews from Markert, McIvor, King 
PI's Response 
PI Overheads 

(Page 1162) 
(Page 1165) 
(Page 1166) 
(Page 1169) 
(Page 1691) 
(Page 1698) 
(Page 2273) 

Lunch. • • • . . . • • . . . . • . . . . . . • • . . . . . . . • • . . . . . . . . • . . . . . . . . • • . . . . . . . . . • . . . . . . • • .. 12:30 p.m. 
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XXI. A Member of the Public Proposal for Moratorium on Some Human Somatic 
Gene Therapy Protocols usIng Viral Vectors .........••..•............•...••••••.. 1:45 p.m. 
Working Group: Chair: King 

Members: Ando, Breakefield, Juengst, Levi-Pearl, Markert, Mickelson, Wolff 

Tab 21 17 

Tab 2130 
Tab 2133C 
Tab 2133Q 

Letter from Rifkin 
Federal Register Notice 
Working Group Statement 
Rifkin's Response to Working Group Statement 
Working Group OverheadsIKing 
Article, Human Gene TherapylKing 
Article, Journal of Law/Churchill, et al. 
Article, Journal ofLawlLysaught 
Article, Hastings Center/Gordon, et al. 
Gordon's Comments 
Public Comments/Wemer, BIO 
Public CommentslNationaI Hemophilia FoundationlBajardi 

Overview of Proposal 

(Page 1609) 
(Page 1610) 
(Page 2024) 
(Page 2(95) 
(Page 2341) 
(Page 2344) 
(Page 2351) 
(Page 2361) 
(Page 2368) 
(Page 2380) 
(Page 2381) 
(Page 2385) 

Presenter: Jeremy Rifkin, Foundation on Economic Treads ........................ 1 :45 p.m. 

Working Group Report 
Presenter: King .. , ........................................................ 2:00 p.m. 

Committee Discussion ........................................................... 2:10 p.m. 

Public Comment ............................................................... 2:20 p.m. 

Committee Discussion ............................................... , ........... 2:30 p.m. 

XXII. Chair's Closing RemarkslMickelson ...•.........•......••......•.....••••••.•.•• 2:45 p.m. 

XXIII. Future Meeting Dates, AnnouncementslMickelson •••..••••••....•••.•.••••.••....• 2:59 p.m. 

Tab 21 13 RAC/June 19-20,2000, NIH, 31C, CRI0 (Page 1480) 

XXIV. Adjourl1ment/Mickelson ......................... , ... II •• I ............. II • .. .. • • • .. • • • • • • •• 3:00 p.m. 

Visit the OBA Web site at: 
http://www.nih.gov/od'obai 

For current information on Guidelines, Protocols, Principal Investigators, Meetings, and 
information about upcoming Gene Therapy Policy Conferences 

******************************************************************************************** 
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For Your Information: 

Discussion on Human Gene Transfer Protocol #0001-380 entitled: Clinical Trial 
in Amyotrophic Lateral Sclerosis Patients Using Gene Transfer of the EAAT2 Gene 
in the Cervical Spinal Cord 
PIs: Matthew J. During, M.D., Thomas Jefferson University 

Sponsor: 
Reviewers: 
Ad Hocs: 

Tab 2106 

Tab 2127 

Frederick A. Simeone, M.D., Thomas Jefferson University 
N/A 
Breakefield, Friedmann, Macklin 
Martha C. Bohn, Ph.D., Northwestern University Medical Center 
Michael 1. Iadarola, Ph.D., National Institutes of Health 
Nicholas Muzyczka, University of Florida 

OBA Summary (Page 370 ) 
OBA Letter to PIon RAC Public Review (Page 373) 
RAe Members Recommendation (Page 374) 
Protocol (Page 376) 
Reviews--Breakefield, Friedmann, Macklin, Bohn, Muayczka (Page 1992) 
PI Withdraws Protocol (Page 2004) 

Discussion on Human Gene Transfer Protocol #0001-377 entitled: A Phase I Trial of Retroviral 
Transduction of Autologous Mesenchymal Stem Cellsfrom Patients with Fabry Disease with Alpha-
Galactosidase A cDNA and Implantation via an Immunoisolation Device 
PI: Jeffrey A. Medin, M.D., University of Illinois at Chicago 
Sponsor: Annemarie B. Moseley, Ph,D" M.D., Osiris Therapeutics, Inc, 
Contact: Ms. Christine Pannunzio, Osiris Therapeutics, Inc, 
Reviewers: Wolff, Ando, King 

Tab 2112 

Tab 2126 

OBA Summary 
OBA Letter to PIon RAe Public Review 
RAC Members Recommendation 
Protocol 
Reviews from Ando, King 
Sponsor Withdraws Protocol 

(Page 1357) 
(Page 1360) 
(Page 1361) 
(Page 1362) 
(Page 1988) 
(Page 1990) 


